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Supplemental Results.
Release of calcium from internal stores and concomitant closing of SOC suggest that these compounds inhibit translation initiation by partial depletion of endoplasmic reticulum (ER)-Ca++ stores. To determine directly whether CLT, EPA, and TRO partially deplete ER-Ca++ stores, we constructed stable cell lines that express ER-targeted cameleon proteins (1, 2) . Cameleons are the fusion of calmodulin and calmodulinbinding peptide (CBP), flanked on each side by cyan fluorescent protein (CFP) and yellow fluorescent protein (YFP). In the absence of Ca++, fusion protein is in a relaxed configuration; therefore CFP and YFP are distant from each other. Addition of Ca++ increases the affinity of calmodulin for CBP, brings YFP and CFP into close proximity, and allows for fluorescence resonance energy transfer (FRET) (1, 2) . Because the Ca++ concentration in the ER is high, we expected to see a large FRET signal in untreated cells. In contrast, decreasing the ER Ca++ concentration would attenuate the FRET signal, as documented with TG (Supplemental Figure 1A ). Supplemental Figure 1A shows that addition of CLT, EPA, or TRO to stable cell lines expressing ER-targeted cameleon proteins decreased FRET with a time course comparable to the effect of these probes on cytosolic calcium in Fura-2 loaded cells. Comparison with the effect of TG shows that CLT, EPA, and TRO induce a substantial depletion of calcium stored in the ERcompartment. 
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